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% (#<^2p7-6 4 8 7 2#^ffll % H. Nakajima £>, Exp. .Cell Res. 241, 126- 
. 133 (1998)) Si fcf&^tbTV^),, L#»Uj:#^ |*te^4&©£a»*3b*«r 

SfTfcS (M. S. Finning, Nature, 401, 188-193 (1999)) 0 Jf-MMtt, #ffiT 

15 ^>#it©ft/hWtt> fc^h^8*ft: (H2A, H2B, H3MH4, &2 
njt^fy) iH N 1 4 6 b p©DNA^ 1. 8[Hl&##^##V^fc^ 
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&;W££fcfc5fc%x.e>*LTi^ 0 lot, txF :/©flft7-t?^vWfcte> i© 
«t-^■C2^^^^[$tL5te^i5^tif©atH#LTV^5©^{^:ov^Tli, 

10 7fmt£&&&\\ 

M<Dtt,Mm$hmmmi-z>z.b, $ b^^^i&^fcs^^ate^^eK© 

(l) it (I) 
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(I) 



V&ZtiZfc&m (KT, FK2 2 8 ; @B^IB?iJ#-§- 5 h Iffcst 

(II) 



5 3 (J^Ts FR 9 0 1 2 2 8 t *fc 

i^tt&Kttftftau * fcfa-r awns y v/*je£W©eh4 y >^k?&»j 0 

10 (3) FK2 2 8, #«FR 9 0 1 2 2 8 iSBWiW^SHSttlfri: ^^Tt* 



o 
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(4) >( vVtfK&ttZftm&ftftttl'ZZk&fflkb'tZ, ±13 (3) {nfB 

5 (5) fM©FK2 2 8, ItCSFR 9 0 1 2 2 8 %B%fc18i-$~fZ - £ 

(6) i§tj&M^£ik £fciiTMy y/«Moltt!) 

OiSOFK2 2 8, ft^FR 9 0 1 2 2 8Offi|„ 

(7) iiiM, ifciiTisay ^iij^oiitty v^Mie^j^ ^ 
io ¥tfx»$iimMwm%%-fz>t>(Dx«hz>^ ±ia (6) ib*©ct 0 

(8) ±ia (3) imm<om^mm^mmmmmm^^^mm.mmmm^m 

(9) ±13 (3) i;f2i©TiJfi!J y^I^©ii!) y^iMil» 

is &£u^mm.MMmzTM& y y/w^gt!) ^^mcd^ic^ l#s 

(11) mfeVit&Ttf P 2 l^^J^/^Tctec-my citfc^T*&5± 

13 ( i o ) t!3tt© t * h yy"r^v-ifm.mM(D^mmm^(Dwm^m 0 

(12) tMei^p 2 l&J^/^fctec-my cT^5±!3 (10) iC 
25 (13) t ^ f VrTtf 7-«SI^SF K228,^tFR901228 

x*m$tiz>i\:&m, ^fcte^wi&T&Ss ±13 (io) ~ (12) m^-ffrfrfc 
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(14) -Lib do) ~ (13) <D^?m>\zmi<Dftm®%owm*mt:R 
(i 5) fk2 2 atDm&^mnftnkKvazm&vtnzjjmvbvx, >> 

5 te<ki> s 

®FK2 2 8«SttHtifij3J:t)(FK2 2 8 &^«§M £ F K 2 2 8 

10 (i) FK2 2SX*(D$m\Z.£*)Z:(OmL1>mteU IoFK2 2 8«Stt«t 
(i i) FK 2 2 8 WM®(Cj;i9^©|gJi^^p. U IoFK2 2 8«I 
(i i i) F K 2 2 8 ^ 0|ig^i/> t, I-o F K 2 2 8 ggffi 

(iv) FK2 2 8-CO*WlfcJ;0*O»aaJ«^.U IoFK2 2 8lSM 

20 Bid, FR 9 0 1-2 2 8©t h«rifcJ|||«fc#-t-5ttBaFa*^^7 

H2fi s FR90l 2 2 8Ok h !J ^/*M\z%j;~fZ>tfiM^%}%:$:7jk~tJfy 

ID 3 ft, FR 9 0 1 2 2 8©t h ffi&Jftft ( ( a ) ;PC-3) fei^ 
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mm ( (b) ;ACHN) l^t5KIIM^t^7 7ffe5 0 

5 H4f±. FR90l 2 2 8©^yiffn|^tt5p211^SW 
5^ffl^W77^5 (PC-3M, ACHNIJ6) „ 

(a), (b) ;»ttttp 2 l*e^383R**«»Wfc*Lfct>©T»*>»), 
«ttf±FR 9 0 1"2 2 8 i©^tt«?W (hr) £tfLW5 0 

(c) ; Jfrttttp 2 l3t^383gl:Sr**fW^Ufcfe©-T?*>5„ 
10 @5tt, FR 9 0 1 2 2 8©^>t-#(^lt5p 2 ll^^ir/c 
-my clMSW5^^W7 7-e$)5 (PC-,3ia AC 
HNflBJS) o ttttttp 2 1 &5V^i c -my c mi^O^mA^M^m 
bfct>©T^,!3 s ftlftliFR 9 0 1 2 2 8 &S#-LTa»fc<afeW*HI (h 
r) ^^LTV^5 0 

(I) T'S^5^.( FK2 2 8) 5£ (I) 

fe<Df-ct> % »^L<«S; (ii) ^*S*L5i:#:HttfrTf«)5fl:^* (f 

R 9 0 1 2 2 8) Tfc5 0 inE>Oft^ftttSl*!!tt^by7*7tf7^ 
20 L (Nakajiraa, H. ; ±$ (1998)) ,'#tFR 9 0 1 2 2 '8 CO 

25 FK2 2 8Sfc|4t©j||i, ^*P©*fn?*> 0, -A^?T«T?*»S 0 F 
K2 2 8©4^ft^-oX'fe5FR9 0 1 2 2 8ft, ^M4HH^P 
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'm&mu-tzz t\z£<>xnz>z t&-v% z 0 FR90 1 2 2 8^«t5 5 

n ^ WB 9 6 8 (FERM BP- 1 9 6 8) tfWbtbS. FR9012 

2 sit^y) M»mam^¥7 - q 4 8 1 2% m^mwffA 9771 3 8 
•5 so &mcm®(Dh£i <o k LT^®$Lmmfrt>m% - ^ 5„ FR9012 

£*«^tt^fc<Tl-tp£V>$&"C, »5W^©FR 90 1 2 2 8 t> 
^fc^fUTfe^o «FR 9 0 1 2 2 8^©FK2 2 8I^Tt^ 
10 ^^5^i:^t5 0 J:DA#:Wtef4Khan w.Li, ' 

&fcioT«#$*LTV>5^ (J. Am. Chero. Soc. , vol. 118, 7237-7238 

(1996)) \z.m£xmm-fzzt&x*z% 0 
fk2 2 8<Dm*±®¥mmmznz®%mm<Dm L xht) > mmmmtcom. 

is wi»vm<DT;v*x)±m4 t n^ Tis*~*j*m, ^m&mt<Dm. 

^^^Vlfcjt, -^if^/M^I^ h/L^^*,^^. 

F K 2 2 8 f± % W^^jg^jo iO?-a^(-S^< 3fe^Jltt#:£fcteg|fig|| 
25 W^^^^ft^^^i-S-i^fcS^ («ttfFR90 1 2 28) v ^fhh 

FK2 2.8, FR9 0 1 2 2 8jfc|i^^j|^|^fe (ft 
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5 mmi&zkm T»*s**i5ii*t*t5. 

#£W0>»*£fc51ft*^ hy-rT-fef-7-ifPlWJ-efeaFK2 2 8 

20 tmmikLtMzmwik&m*fio^bhxi*z>o fk2 2 s&tcnzom-ts 
25 ;bs^ twiiiu i§&y 

|Digm 2 $)fc>)FK2 2 8©itlBtO. 1-lOOmg, |ff|U<fil~5 
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&\ FK2 2 8%T±^Mk\s1ti><D J $'S-S&&&m7QVt£<?-*'- 'VfoSg) 
mibfoZ> 0 ZbKV 3 3**^A. Mtf*h9£A % suberoylanilide 
•15 hydroxamic acid (SAHA), MS— 2 7 5, Cyclic hydroxamic-acid- 

containing peptide, Apicidiru Trapoxin t * h yf/tf^- tfffi^S' 

h ( i ) WMMSfct* hyfr-bf7-^ItSlT?«!.lt5igt; ( i i ) 

20 icpfl##j ©team ftbotc Aatt-cttttRiniei *j rr s wjfc©*^ *j «t i>V£ 

( i ) h^xTir^y-ifPl^J-e^S-TSXfM 
25 5lST*fc5o 
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x»fyz>pc-3mjfomi)m^bft, mmffi^w&zwmir smiths tvm 

^M-rs^m, -t^^^^^-^-f ms?£M#-5±T\ &#©«»£># 
t>timz>'Mmjfozmmu ^mmmm^^Mmt vxm^^^t^mxh^. 

.m^fflmnt£<, >k peg4oo, io%hco-6ois, 

20 t?Pl#3lJ©M«\ 0. 0 0 1-1 0 0 OnM, ffllXllO; 

Ol~lO0nM; SI^IKliO. l~10nMtfc^)\ ^iotli, 

25 fcHX10 3 ~lX10 6 ^ 0£L< & 1X10 4 ~ 1X1 O^^-CfeSo 

ii 
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©mm « it e> h s . ms&mm&n, 3 7 °c, 5 % c o 2 + 9 5 % 

0 2 #STt'jll (it*) £ft5 0 

5 (i i) mu^iMmm^bm^mm^m^mmm^n^^fDitm^ 
©±t2 (i) ttgk»jfi*t^Ky^T*^7^iia»»ix?»ai-5xs, ©«-e 

15 6«<Hiiffl-f <5„ 

20 -1?IS*#J©W^ 5 tfBMM#©&6 5 , ^flsW'fcfl-p 2 

(«e«) ^c-mycjte^ (sew) &mifbtiZo p2ii^ 
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jtmti&zxmg.mtJi-fz>o ^^mw^^A^tomm^mum^vx 
& h ftzmvmv, mftftftfrn%x&fc£<3xmm&irhtzh<Dxhv 

mviVf* it at <d % mm e w t \^m^m^ h <o x hti&mm ■ 

KMJ^^b^it^, #^mRNA©tttHs &bm^6«©ttffites 
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(DFK2 2 8«ttll»te<tt^FK2 2 8 jSIWIMlli F K 2 2 8 t% 
r^-CFK2 2 8 JigttJ»0« t r± % FK2 2 81U o'T )M»Oif ^ 

«t5^a:jftj5»!j&pc-3^rfbHS. ii:fi©«fe5sc- 

6&FK2 2 8Jg&ttJMftltt0>l9'C*>3. -*FK2 2 8 &£M£lll$ffllJ&£ 
ft, FK2 2 8IU 5ltt0M©ii5il#tli!l^li& fcivf s F K 2 2 8 T*{iM^ 

5A4 9 8t ) FK2 2 8»ffii»©lST*Jt)5„ 

15 5Ig . . • 

20 ( i ) F K 2 2 8 T*©Mta 9 ^©^g^j|jD U fioF K 2 2 8 g§ttl| 

(i i) fk2 2 8 xommz&yzvmmsigtou ioFR2 2 8«stta 

(i i i) FK2 2 8fO»J;H©Wg/>U IoFK2 2 8lgtt 
(i v) FK2 2 8"T?©«!.ai^J;!J*©5Smd s »^U Eo F K 2 2 8 j£$&B 
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1-t£fr%%WiJMtt., FK2 2 8^$mi~Z>Z.k\Z£*) : t<D%mzMlM, fo% 
5 *Mffi-rZ> ZLtte, F K 2 2 8 ^ fc4<FK2 28 <DH$l&«j1-3 

£*:S©ii^©3g®$M«T-# 5 <^ 5 bitted 
10 #r£Jlv^o 

mmm 1 
15 (i) mmmrn 

FR901228 &i&Mff 9 > »(10%HCO-60/saline) trill X., 
(t^fi-So ir'fcftfi y * ^ir/KPaclitaxel-) fi x l^«itot2 4- 
mg/mL^ft5<fc5 Cremophor EL/ethanol (1 : D^KftfM U Lfco 
fflR3\ 9»±att7k^iTfl?L2. 4mg/mL : 5% 

20 Cremophor EL-5%ethanol-90% saline) t bfc„ 
(2) H!Mfe 

|g#J<D£Mft§iWUi, B^f-^-^* U J: 0 BALB/cANnNCrj-nu/nu 

25 (3) mmmm 

t >it*ffi3tM»^ (PC- 3 iWSftAil^Wi^^^'-S 
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(4) m*»m&x.xm&tt 

(5) &4 

a^-tt^rtSB (DayO) fcH&Lfc. FR9 0 1.2 2 8S4ilttt4B 
#}C3!U (q4dX3K FR 9 0 1 2 2 8 £»fttS!# Lfc (3. 2*5«fctfl. 

io 8mg/k g ) 0 wmmwit'** v ***A<&jmt±5 nm^m u-axs) 

-C/<^y^*-fe/U^«HRrtS4-bfc (24mg/kg) 0 
(10%HCO-60/saline) (q4dX3)„ #g^tiliO. lmL 

■/I0g MSrS^ 0 <fe te#ffl bfc 0 * &\ F R 9 0 1 2 2 

8 CD 3. 2mg/kg/day ( q 4 d X 3 ) & «t X$'<? ]} 9 *±*<D 2 4 m g 
15 /kg/day (qdX5) tt.-t^JlOfWcffStJIBt* . (MTD; Maximum 
tolerated dose) "Cfo<5 0 

(6) m*?->rx*5j;tw*:m©HJ£ 

JMf-^X MS) feiWl^D a y 0 J; «3 M 2 MS Lfc c 

(7) ftBJftgbJfcoffFffi 

20 mm<Di%Mn&femmt%Mm (Relative Tumor Volume) \C J; V) fffjflj tfc„ If 

jewm*^ Dayo ic&ft*MRtttt& 1 1 bfct#©> zti&m<Dimpm 

yl4) fcOV^flV\ ©M-!»it»^1-53i#J&^l^ 
Jfc (T/C%) J&S50%&T"T?*>!K ^o, Mann Whitney U-test T'^fSSI 
25 (P<0.01) *Sife5»^Sr^r3ftt bfco 

j|$**:BI 1 FR 9 0 1 2 2 8tt-<i'trJi?fc:*5Vvt\ tfttillW 
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(i) mrnmm 

FR901228 Sr&RM" 5 > t&Sfc (10%HC0-60/saline) &*D;U 

5 (2) $mm% 

mn^m^mat, £ *> f ox ch ase c.B-17/icr-sciD. jew) 

( 3 ) mmm , 

10 t hit* y ^/<«*Wfi# (U 9 3 7 : Wm^^b^PF^M i O A 

&RPMI (lO%FCStf) T?i#*U y\f KPT?*ftbfc. ■ 

(4) H^fitSS^OT^tt 

■7^I^b^77^F (tfeJMfcftH!) Sri 5 Omg/k g SrlBUffirtfcift 
15 fitbfc 0 JMMliEk im*QW (3ybo-;Hfl2© M©«bo 
(5) 

(DayO) fclM&Lfco FR 9 0 1 2 2 8MWiIl 
*fct420 % FR9 0 1 2 2 8 £Jgl£fifc:fi!-5-Lfc (0. 1 ~ 1.. Omg/k 
20 g) 0 atflSaN-tt. M% (1 0%HC'O-6 O/s a 1 i ne) W^-SrgMs- Lfc D 

(6) m 

«0 2f*t. ®2 (a) » N FR 9 0 1 2 2 8^11T% 13 2 (b) (1 
FR 9 O 1 2 2 8i&a2-eJfl!#Ufc»'fr©*S*t?*>«. FR 9 O 1 2 2'8W / 
25 f^K^T, fc h V >s*m\mTZffl&&1lto%:*7P L7c„ 
H«J3 

(i) mmmm 
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F R 9 0 1 2 2 8£i&gI;fH, (lO%HCO-60/saline) Mx., 

W&firt-Zo m^M^V.^ )) ^^Mts H«4oT2 4mg/mL 
fc&5J: 5 Cremophor EL/ethanol (liDffcfcSM* U 7£E^#bfc 0 /BBfK 9{g 
*(D^S^7K^AB^X*f? L 2 . 4 m g /m L : 5%Cremophor EL- 

5 5%ethanol-90%saline) t Ljfc„ 
(2) 

^^JomSl*!^^}- B 9 «fc !> BALB/cANnNCr j-nu/nu T t? 

10 (3) »)ffi^ 

t hm^mi&mmwi^ (achn : ATcciOAf)^ t bit^M 
mmmwi^ (pc-3 = atccj^a^) ^2~3xiow-k-7^ 

(4) fllfc|«fcJ:tfS¥#tt 

#«»&TK:#*Lfc. mmmt. mmwrn (i/2xi@xig z )iu.o 

0~3 0 0mm 3 tiLfc!||it% lP$r6PE^ % «fc©fi6>0*jBfc< £5 * 

20 «4-tt#^rtS0 (DayO) fcH»&Lfc„ FR 9 O 1 2 2 884»Ptt4 B 
fe(3l3[H] (q 4 dX 3k FR9012 2 8^M»tfc (3. 2*5.fctfl. 
8mg/kg) 0 BHtatHMMt** y 5 HRtiift (qdX5) 

y ***A,&fjHRrtft#Ui: (24mg/kg), *NR#fcH\ Mf& (1 
0%HCO-6 O/s a 1 i n e) (D^U^-Vtz (q 4 dX 3) D 
25 {±0. lmL/1 0 g M^S^- B t'S 1 ^ tfcM^t) i: tlffl Ufco ' F 

R9 0 1 2 2 8O3. 2mg/kg/day (q4dX3) *5 it*'** 9 **** 
;^24mg/kg/day (qdX5) li^Jl^OMTDitfcS. 
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(6) m&WX&Xtfti&omfc 

lllf^X ®g) fci«Da y 0±9a2|S«£Lfc.- 

(7) W0^m©fNffi 

IfiJlOftJieftfllltJUtlSS*' (Relative Tumor Volume) K <fc t> Lfco 
5 gfflifij!|SfStt % D a y 0 fc*srt5««W*& 1 Ufcfe t©s **L&«©«*ft« 
(D^M^SiJ^-C^tfCo ffi««&*©^£tt£a©&-£H*&a»b 14 01 (Da 
y 1 4) ^OV^X^TV^, *|« («&-§-) <D«^^M^&I^J&^© 
Jt (T/C%) ^50%^T"efo^> i s o, Mann Whitney U-test X'fiM^ 
(P<0.01) ifih^M^^t bfc 
10 M^E!3^-r o FR9 0 1 2 28ft3. 2mg/kg©g4iT'P.C-3 
^V^fll^ffl^^bfc (1113 (a)).tfS N ACHN (0 3' (b)) KttlsXfc 

(1) mmmm 

15 F R 9 0 1 2 2 8 fc&MH- "9 , ( 9 .9 : 5 J ~/V) 1 m g/m 

(2) mmmm 

fc hig«» (PC-3*5j;tfACHN) fiDMEM(lO%FCS-g-W) c f-eJ##l- 

20 (3) MfcJ^RNAttffi 

»&*&M&fc>9 2 X 1 0 6 fiftU FR9 0 1 2 2 8 (5 ng/mL) 
#£T-?BF£0tW#Lfco TRIZ0L reagent (GIBC0 BRL)£$V\ jftfls 

EWMV^RNA&tfcttiLfco 
(4) UW-fAPCR 
25 RNAf±Taq-man reverse transcription reagent (PE Biosystem) ^rJUV^If^ 
Mff^V^fe^LfCo ^:<£>^ P 2 lifte^teSYBR green PCR master mix 
(PE Biosystem) *3<kT>* primer 5' -GGC AGA CCA GCA TGA CAC ATT-3' (p21 

20 



WO 03/015810 PCT/JP02/08355 
upstream) (@a^JSIB^J#^ 1 ) N 5' -GGA TTA GGG CTT CCT CTT GGA G-3' (MM 

zm^ftnwmz-m^muL^ m 7700 prism sequence 

detector (PE Biosystem) "C^tti Vtc 0 p 2 1 m&¥<D%%Att, MttHJ: 9 

stuu ^b^u-actinjt^srrtffiaispit-r, ^ -actio ate^M-cft 

j£*£Bl4lJ:7Fto -fytrhPtFR 9 0 1 2 2 8'8r&ftb$*3;:i:fc<fct>fe 
(04 (a)) ©p 2 l*£*38£±JI-#li,&;h/fco -#ACH 
Ntllp 2 lfcfc^&SLh^aSiL&ftftfrofc (@4 (b))„ Migft 
K*5V^T> PC-3fc*5V>Tfip 2 lat^ttHtA/^mUTV^V^S, AC 
10 HNfcfcWtttp 2 lit^^Wabttfc (04 (c))„ 

* — !> * 1 h biiaeM P C - 3 * fc ftWWAC HN bit 
l 0 0 ~ 3 0 0 m g tfcWF R'9 0 1 2 2 8 3. 2m g 
/k g&»]»rttcJft#Lfc. WWl«%itiSL, RNAl:ttWf»l4i 

15 yr/uMAPCRtp 2 lase^iVc-my c jt^^lsmfiSrfl 

^fc c jiijU c-my cit-te-f-fiSYBR green PCR master mix (PE Biosystem) & 
£Tf primer 5'-GAC AGA TCA GCA ACA ACC GAA A-3' (human c-my c: upstream) 
' (Mffl&MW&W 3 ) „ 5' -TTG TGT GTT CGC CTC TTG ACA T-3' (human c-myc 
downstream) (E#I*BB*!I#-S- 4 ) *fflV>»fmM*^V>«*g.L, ABI 7700 
20 PRISM sequence detector (PE Biosystem) "C^tti Lfc D • 
%£%:%m 5 {^1- 0 -YVtftfK&V^ PC-3I4FR9 0 1 2 2 
l*BBSI*lf-^Cp 2 lM&^om&tWMibntc (05 (a)) 0 -*ACH 
Nt*lip2ll^M±TO^Wofc (0 5 (a))„ c-mycHs 

25 (05 (b))„ 

mnm e : ^ ^±5fk2 2 8 ©m« k *s »t s atfc^ssmflw 
(^^t^p) 
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F K 2 2 8 ©t hM»t-&tt5^ ^tf h mfoatfi^afcRffi-a**, 

(i) mm* ft 

5 H£IJ FK228 (FR901228) 
ftJiM : 5 0 n g/mL 

iS^:fft^;^t'10mg/mL»ilLT*5t, £ 
ft&#*ift"T*S!lBttfc **? bT 5 0 n g/mLtilril 
ife. o 

io » : mm mwrnm) 
mmmm t mmt&m (pc-3)> tn)^«-(u9 3 7), tf«* 

(ACHN) " 

DMEM (PC-3, ACHNI), RPMI16.40 (U 9 3 7ffl) 
V^tl1> 0W»IM^iF^FfJ:- , 9 FCS (Moregate) 

15 Penicillin-Streptomycin (ICN Biomedicals Inc. ) ^r'^W't'-So 

RNAittl RNeasy Mini Kit (50) (Qiagen) 

RNase, DNase free water (Life Technologies) 
DNA^ Superscript Choice System (Life Technologies) 

20 T7-(dT)24 Primer (Amersham Pharmacia) 

c RNA-^j5g BioArray RNA Transcript Labeling Kit (Amersham Pharmacia) 
cRNADrtf'fb Trizma Base (SIGMA) 

(SIGMA) 

(SIGMA) 

25 BMb&IJ (SIGMA) 

M^J^^-VaV Eukaryotic Hybridization Control Kit (Amersham 

Pharmacia) 
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0. 5M EDTA solution (SIGMA) 
MES Sodium Salt (SIGMA) 
MES Free Acid Monohydrate (SIGMA) 
Herring Sperm DNA (Promega) 
5 Acetylated Bovine Serum Albumin Soln. (Life 

Technologies) 

^fefe Phycoerythrin-Streptavidin (Molecular Probes) 
Goat IgG, Reagent Grade (SIGMA) 

Anti-streptavidin ab (goat), biotinylated (Vector Lab) 
10 chip HuGene FL T W (Amersham Pharmacia) 

(2) mmmmt rna^w 

F 7 5 77^nfny7/l/xyH^ofct hlliJS (PC-3 S U 9 3 7, 

achn) &hvzf*/y®im\z mm^mmm^'L, F7 577^^* 

15 i(tm& ( 5 0 n g /m L) OFR9 0 1 2 28 2 m L Sr^Px, Bf^W ( O . 
. 1, 3. 1 2 joctt/2 4NfFrI) 3 7TC©CO^y^^-^-T^lLfc 0 ^ 
^l&T^ **I^tXT RNeasy Mini Kit (50) .(Qiagen) 07"a b^/H^o 
TiRNAlriffi tfc RNA^iU m>%faW)XVfemLfc a 

(3) cRNA©^ 

20 GeneChip^^AT/K^^2¥~^4* % RNeasy Mini Kit fcit/RNA 

Transcript Labeling Kit (D^^^T^^V\ RNA^IH, cDNAOM 
cRNA©^, c RNA<D$rJtlfc£?To fc 0 

(4) M^p^^ay, j$fe#-lfe&. ^-t^y^ 

M7*'J^f-V3y, ^.dr-Y^^^^'fiGeneChipT^^T 
25 )V(D% 5^~^ 7 St^or^TofCo 

(5) « 

GeneSpring (W^oTHf-^W^^ h : Silicon Genetics ?±M) & 
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mm 

fk2 2 sm&mmmmxhzt hwft«i*pc-3*5j:t^t mj^®u 

9 3 7, kfclWCFK2 2 8ffitt:ttJKWlllfit?*5 t hWACHN^yif 
5 hPfc*3V^FK2 2 8tgI*Wl^tt*^ ^©^RNA&ttttiU GeneChip 
*fflV^tft*PTtBft7 0 7 0*fi*fcoV^FK2 2 8fcJ:oT*S#gfci-S 

FK2 2 8 ^ ioTlSm^aE^i'S*^©^*-®*^^ 
10 ^SE-ftli-Sift^ SrS^bfc (GeneSpring <DM$X&ft : ^tC^Wt'O. 5^ 

^.t^fcteo. safety 

FK2 2 8 i7 2Wi$*fci^©PC-3, U9 3 7 # XVAC HNfc 

m-zwttoMto&tti c so mx^^ns. 17, 3. 2 0*5 it* 4. 25 

15 n g /m L . itl b ©l^iSSl'M 1 1 li l^gf ©ilWf lif Uc, 

H2&#iJ 7 : at-g^T- y ^tn i S F K 2 2 8 © stasis k & satfc^&SM^ 
20 (-rytf#) 

• FK2 2 8©t h«aiMlcferf5>f ^^^©Jtfi^iRJcRffi^ft^Srx 

• (1) %fttm 

25 ggftj FK2 2 8 (FR9 0 1 2 2 8) 
$-§-1; : 1 Omg/k g 
jg^fi : 1 OmL/k g 
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^1: 10% HC0-60/saline MW. 

: mm mmmm) 

(MMR 3mmX 3mmX 3mm/v^ 

mm®, s.c.) 

3mmX3mmX3mmA^ ^^.%\ti s.c.) 

t hMACHN (g'M 3mmX3mmX3mmA^ # 

m&ttL s.c.) 

t M«A4 9 8 ; ATCCJ^A^ 3mmX3mmX 
10 3mm/v!)X fMtlRSffi ' s. c. ) 

mwrnm m®. balb 0 / nu/nu 

RNAfttii RNeasy Mini Kit (50) (Qiagen) 

RNase, DNase free water (Life Technologies) 
DNA^ Superscript Choice System (Life Technologies) 
15 oc^y^b (-ytfy^y) 

T7-(dT)24 Primer * (Amersham Pharmacia) 
c RNA^I, BioArray RNA Transcript Labeling Kit (Amersham Pharmacia), 
c RNABrJvfb Trizma Base (SIGMA) 

mm. (sigma) 

20 mm-ry^t-h (SIGMA) 

Wt&*V r>A (SIGMA) 
^T'Uy-f^-v'gy Eukaryotic Hybridization Control Kit (Amersham 

Pharmacia) 

0. 5M EDTA solution (SIGMA) 
25 MES Sodium Salt (SIGMA) 

MES Free Acid Monohydrate (SIGMA) 
Herring Sperm DNA (Promega) 
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Acetylated Bovine Serum Albumin Soln. (Life 
Technologies) 
#L,EB chip HuGene FL 7W (Amersham Pharmacia) 

(2) iMiRNAittl 

5 Kv£*©&Tfc 3 mmft ©BUStf (PC-3. SC-6, A C HN N A 

4 9 8) fcjgtfiU WO^^^UlOOmg (ft|9mm, |#8m 
m) tC^ofcBf^TFR 9 0 1 2 2 8 1 0 m g / k g Sr^rt bfc D F 

R9oi 2 2 8g#to, o. 5. i, 2 &3:T*4 mmm^mMzmth U 

RNeasy Mini Kit (50) (Qiagen)<D^n h 3;H:ftoT^RN A^ttlU L-fc„ R 
10 NA^iU m^»T?tI^Lfc 0 

(3) cRNA©^| 

GeneChip -r^3.T/K7)^2$~^4^ RNeasy Mini Kit RNA 
Transcript Labeling Kit TM^\/\ RNAOlIv cDNA©M, 

cRNA©^, cRN A <DWi ft ik%'<7-otc 0 
15 (4) ^-r^y^-fif-^a^, *#-ffefex J***^^ 

^-Y^y ^-t?— i^a >\ #fe?fi— ^^V^^'^GeneChip-^-^T 

(5) mm 

GeneSpring 4 V n7 l"(T'~- PUffi^? h : Silicon Genetics |±SD & 
20 ^T^flTSrfTof;:,, 
<^^> 

t htf)^MPC-3. t WgACHN^iO'k hff 

JMA4 9 8jl|?!)^|:FR 901228 lOmg/kg £#J|jRrtg:# big 
R##) (0, 0. 5, 1, 2 4^) KmrnZmttilss ^©tRNA« 

25 UGeneChip fc^V^mWigft 7 0 7 OMc^ fco^T F R 9 0 1 2 2 8 « 
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MHSA4 9 8©, FR 9 0 1 2 2 8 3. 2m g/k g Lfc^©*#^#Jf|i!l 
9 8 % 8 4%, 2 0%*5«fct*2 9%tfc5i i:^f>, PC- 3*3 
itFSC-6^FK2 2 ACHNfcil^A 4 98&FK228jg 

5 mMffl8 : FK2 2 8 JiSttfiJfft btfK F K 2 2 8&ft&rafc&rtStt£rF 
T^LfcFK2 2 8&SfcJ:!3 j e:<A3§W±#H-5it£ : ? : (10 5fi) 

io asjteM-sMHp dooi) tam ^jifeoate^tmsb^ii^&s^ 

.^fyt^PT*FR9'0 1 2 2 8«ia!)W±#t5l .0 5 fiOit&^tf) 5 

15 ^^{g<®ti ! ct»^-e^^^v^^^4#iaWLfc (*i).v*yt % ^ 
>lf hofFR9 0122 stikmiz.kVZ&^L&Wi.'PirZ 1 0 OfiOifrfE^tf??^ 
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mi :®gttfll* (Sensitive Tumor) T38^iSi< JS^Mjg (Resistant 
Tumor) T^m^teV^^tfcWSWJl (Sensitive Tumor) 

(Resistant Tumor) T?**©J^MHF- U V tT b *T*F R 9 0 1 2 
5 2 8MtJ:5»a*s± , #-r53te : f : ) 



Sensitive Tumor (High) and Resistant Tumor (Low) 
M13686_s_at (SFTPJ) pulmonary surfactant-associated protein 

U6811 1 at (PPP1R2) Source: Human protein phosphatase inhibitor 2 (PPP1R2) gene, exon 6 and complete cds. 
U6052 l_at (CASP9) caspase 9, apoptosis-related cysteine protease 
LI 9783_at (P1GH) phosphatidylinositol glycan, class H 
X60487_at(H4/h) 

JD4056_at (CBK1) carbonyl reductase 1 

Sensitive Tumor (Low) and Resistant Tumor (High) 
U56998_at (CNK) cytokine-inducible kinase 
X68277_at (DUSPl)dual specificity phosphatase 1 
U65092_at (MSG!) melanocyte specific gene 1 
X01703_at Source: Human gene for alpha-tubulin (b alpha 1). 
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St 2 im&feMB (Sensitive Tumor) TttSS^SK H&fcfeMM (Resistant 
Tumor) T»a#ttV^*fi^*fc»3*ftttW» (Sensitive Tumor) Tf*a#«< 
t&tii&mm (Resistant Tumor) -e»»©J^*te* Wyt^PtFR90 1-2 
5 2 S^a^ct^^W^^Sitfe^) 



Sensitive Tumor (High) and Resistant Tumor (Low) 

X74987_s_at (RNASELI) ribonuclease L ^'-oligoisoadenylate synthetase-dependent) inhibitor 
J03801_f_at (LYZ) lysozyme (renal amyloidosis) 

U09578_at (MAPKAPK3) mhogen-activated protein kinase-activated protein kinase 3 
D50678_at (LRP8) low density lipoprotein receptor-related protein 8 

Sensitive Tumor (Low) and Resistant Tumor (High) 
Y10375_sjit(S]RP-a1phal) 

Z14982_rnal_at (MHC-encoded proteasome subunit gene LAMP7-E1) alternative splicing 
X62048jit (WEE1) weeH (S, pombe) homolog 

X71874_cdsl_at (PSMB 10) proteasome (prosome, macropain) subunit, beta type* 10 

U3J849_at (NMI) N-myc (and STAT) interactor 

D55716_at (Plcdc47) Source: Human mRNA for Plcdc47, complete cds. 

M98045_at (FPGS) folylpolyglutamate synthase U2155 J_at (ECA39) Source: Human ECA39 mRNA, complete 
cds. 

U06681jrt 

U07620_at (PRKM10) protein kinase mhogen-activated 10 (MAP kinase) 



FK2 2 8<Dm$))t<Dffim&. 'frbt>'^FK2 2 8^(Dm 

b^TTi-^^-ifpi«tt^-T5FK2 2 8 (#tFR9 0 12 2 
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Sa^J#-^l : p2 1 mRNA(DPCR]S/7^-i LT^ffii--<< l^l+^tl 

10 : p 2 1 mRNA©PCR|/7^^i LT^/SI"^ < I2ff-£;ft 

@B»-^3 : c-myc mRNA©P T-i: bTfl^B-f-^ M" 

E#l##4 : c-myc mRNAWP CRffl^7-f v^i Ltffflf'<<|l:H- 
15 ^tbfc^y =0** W^K„ 

ia^lJ#-^5 : X a a {i5£NH 2 C (CHCH 3 ) C O OHfi £tb<57 5 / fitt? 

SCOOHCH 2 CH (CHCHC 2 H 4 SH) OHO*;V*>^Si5l# 
, #tHJgtt, B*T i ttUH$^fc#iS2 001-2508 4 6Mi IT^R 

25 
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24. i o \cmnk<DTMifov >/m&f\-(Dm&}) y^m^mmmmm. 
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2 8. t^hyf7W-«W(ii) 
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3 3 . IM^f&B 2 5 ~ 3 2 ©V>T foMZt5MOfomB$)%:Z)$im%fe%I%^Z> 

5 3 4. FK2 2 8©»WIi:^!)#5l^^^$)ot > 

(DFK2 2 8 mm$LM.mM&& i t>* F K 2 2 8 tt^JMM £ FK2 2 8T^ 

(D±iBxm® mas m > h z> v > f±»4>i- s jtft & sft-f s m 
io ®±fBxa(i)TiitR£nfc«{K^£o^T, 

(i) FK2 2 8^©&Il:J; >9^©^ia^i|^pt s 10FK2 2 8K1411 
(i i) F K 2 2 8 t^^I^ i >3 f ©I?|^i|j] B Io F K 2 2 8 Jt^ttB 
15 (i i i) FK2 2 ^©Wi / >U> IoFK2 2 8lgft 

(iv) F K 2 2 8 t'O^l^i ^©^S» IOFK2 2 8Jg£t£tt 
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- ■ - FR901 228 (1 .8 mg/kg) 
—A— FR901 228 (32 mg/kg) 
-♦- 1\° mm (24 mg/kg) 
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SEQUENCE LISTING 
<110> FUJISAWA PHARMACEUTICAL CO., LTD. 

<1.20> Pharmaceutical use of histone deacetylase inhibitor 
and evaluation method of its antitumor effect 

<130> 09491 

<150> JP 2001-250846 
<151> 2001-8-21 

<160> 5 

<210> 1 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR of 
p21 mRNA. 

<400> 1 

ggcagaccag catgacacat t . 21 

<210> 2 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR of 
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p21 mRNA. 



<400> 2 

ggattagggc ttcctcttgg ag 

<210> 3 
<211> 22 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Oligonucleotide designed 
c-myc mRNA. 

<400> 3 

gacagatcag caacaaccga aa 

<210> 4 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed 
c-myc mRNA, 



to act as primer for PCR of 



22 



to act as primer for PCR of 



<400> 4 

ttgtgtgttc gcctcttgac at 

<210> 5 
<211> 4 
<212> PRT 

<213> Chromobacterium sp. 
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<220> 
<221> SITE 
<222> (3) 

<223> Xaa is an amino acid represented by the formula 
NH 2 C(CHCH 3 )COOH. 

<220> 

<221> SITE 

<222> (1), (2), (4) 

<223> In the formula C00HCH 2 CH (CHCHC 2 H 4 SH) OH, the carboxylic 
group is bonded with the amino group of the first amino acid 
Val, the hydroxyl group is bonded with the carboxylic group 
of the fourth amino acid Val, and the SH group is bonded 
with the SH group of the second amino acid Cys via a 
disulfide bond. 

<400> 5 

Val Cys Xaa Val 4 
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